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t mm ) fiwic n mm* m s # s c t * 
■J- sc£#r$5. 

t ] rra©a£^£tt#&/Uc-< ? a - $/ c « 



1 

mmmmm) 

m%m2) m$mmmm\ ^■-^ 

>» r;i/^5>, fc7;vto$s, 

14t**4© 2 «att±©jg^Bjr* SlftfeS 1 gB$©a{S 
[lt#I3] BfScDiie^Jfefflftii^c^f df-*te 

B3tfcf£ , a ^ - -y 5 % 3 fflttK ffl 8 3 -H-fcitte 

r, *cr)ttjB<Dafe?«aii©»}i<o*ftaflntttt*©s* 

©WSfWH. 

[iiWtS8] 'Sj'jf-Ai, f^^^f 4f-r*S» 
JJWH 1 f3tt©jt£* 

[iMOB9] ^i>£-#, TfsV t)l>Z«irit~v 

&Mmm i iB«t<o»£^«sii. 

m>m i o ] Bfaojie?-«:**^K-«i'*-* 

■tf, *©fif#3tffc4>©4*©»i^^ 
[000 1 ) 

icjifrT^ if ¥ ~ * fcBae?*sffi«esj*. ssau . 

[0 0 0 2 ] 
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rmomm are, ae-fteaKed-rssBsw^ffi 

©jH^B^tc as (,»*>©?* atfrr-f&si £ Bae 
KiMti»Mi^<>or, sm©sml -y-r 
h*-f>^©it£7^.i.w©w^j»Ab, *©&£ 

c4#rt, i ■^taMosE^&assfc&ftrttcia* 

a*, ¥>1t&IWe*©S£7-©26E*JBI?rf £ fe©"C, 
10 *> 5 l rnm&W(z%iZy&& ft S C 4 B$fW Hitt 

<ow«tjiimw*fc©-c*&. £©$■&?£*©»£*& 

-Y>#©ae j f4^rt«:*A^5^£U'CTf ; ^^ ^ 
JUX^iC<£5#&#s<f;<ffl^6ftr^S (Cardiovascul 
ar Research, 28, 445(1994): Science,256, 808(199 
2): Gastroenterology, 106, 1076(1994): TIBTECH, 11, 
182(1993): J. Biol. Chem, 266, 3361(1991): Nature 
Medicine, 1, 583(1995)& ^UHtlbO^l^W . 
^ -i Jl^f f-^m^cm^t. jHS^©i»A3a*A* 
20 HRKKluW. &S&£©fc&KM»^ffl|fr& 

5 (J. Biol, Chan,, 269, 13695(1994), Am, J. Respi 
r, Cell Mol, Biol., 10, 369(1994)). M tRSSffflXti # 

■CK J. Controlled Release 33, 307-315(1995)<?KIB$ 

S*iri»s. t/*»l/. ECtee*S84vtt»6»»©SHIi 

[0003] 

30 [ WWBVk 1/ J: 5 4 "f 4 aSS] JMffiafe^^JS 4 1/ r 
ff^tirnsaSrfti'f- (a{^£«l#3AAfc v <i' 

*fcBjt&7-%*©*sja:4-rs*S!-ctt, a<s 
7-^ * ^ - * fcBa^ir- wmm&> mm tm& v , 

K^«caR-T-^A^TO$ti-T<-tc^TtS. Sfc. ffi 
^(cA^/clteT-BlfflBS^fc^oT^ (af-i 

or, «A3nfcae-T-©»3SBStii|«eB£Lr*f^-}- 
5 c 4 ^r * T, ^(cift«f f 5 (c B*gf a- - S c 4 A«A 
4 a r <, »4 . * ©/c* f«i[Ri^©ag^ ^ if - £ 
40 (aac^HDa^wsKacoTni. K^t, 

fofc o *©t&fflj»#t }#ts s tt s c 4 a»t? * sae^ ^ 

* f -*ft:Bai2T-%^r 0 S»J=&ilM'rS C 4 (c 
*fc. >>Y JUX^i?i?-^?rmi^cafS^«B 

SSnr^s. ^cr, *?fiflfJ^P^UJ:^4-r5flS2 

©wmb, •> -f jvx^ » * -^^ffl^fcae^-teJiKfc 
50 4^w«cifeJMi'swr^t«ffi©/c^, afe?©#rt 



3 

HHB, ?&^7&tfgra«£«:ttillK*i*A*Bfc 
[0 00 4] 

mmzmm- ttctbo)^®] ^mm^t, ae^t 

(, fc t c 6 4 S#rK; & m&^mftR fiLtK *>fc 

( l ) ite^«;iti*ii^c'<i'if-*/cBjte^4 1 4 
^fflttfttt* & & 4 JBftKlBft 3 tr fcitfcTSfiW. 
<2) £ft#ifflftflf4#, ?-f 

o-f *M^>. rj^>E 20 

>, r#p-*, jpy^Pt 

(3) »&*S«*a^AIt£*~3tfcttjte**. 3 

v - y>*«tfa#iwiiftHtt*» btn m$mm a 

? - vyfrhts. ^mwm-i^cmi^mi 30 
[ 0 0 0 5 ] ( 5 ) a&f *epj*^i*rt(c AnfcvasK 

tout, ^©f*$©«&7I^J©4J©£f$$flltttff4© 

t$s#, 0 , 01-3 ow/w«-cfti < t ) sa«©a 

Xif!>^, m IfdWtM (1 ) Ha»©«£ 

VibZ'ii/ii-, y#y-At$ 

*fcB-> YJVXi 'J* - y~A(Cj;S8i&y#y-- 
A-< ( 1 ) fa*t©&{g7-iSJN. 40 

(8)^^a?-^ 0 a >i^i> %~~e&z> { 1 ) ibis 
( i ) aa*s©it£S7-«[ffi. 

(io) afe7*ifi*^/c^*'f"*fc«jiE7-=i-, 
fc h ©£ -e©a£7-t ? * - * fcBit fe7*iajfi-c* & 
[0 0 0 6 ] 
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rae^*iH*iit»^f ti/TB, afs74aia 

rttc^Af*S4>©"CfttiB<r^J5:5<><0-etJ:< l W 
ABC-f Jl/^**-, 'J#y~At££~ % £fcB^ 
■ifrTst y#y-AKJ:*ia&y#y~At 
^Vfhtl?> (Cardiovascular Research, 28, 445(199 
4): Science, 256, 808(1992) :Cestroenteroloqy, 106 , 
1076(1994): TI8TECH, 11, 182(1993): J. fiiol . Che 
m, 266, 3361(1991): Nature Medi cine, 1, 583(1995) 
is£VCft-h<D$m%.ffl.) . V HVX^fH-kbX 

B. MR+WMitCis^xmno^trZ-tbTm^biri 

A-r $ -f a ^ * * * - <tiidM# j&t? c t 

[0 0 0 7 ] y^y-At^-iL-rB, jfETWIt 
tcMvtjM;£©y#y-A'^£-£ t/Cffi1,>6ftSfc 
©##ffl-C$. WABDOTMA, DOPE, DOGS 

•J # y- At * £ ~ £ffiUfct§^ ffl£f*j~-©iSA5« 

jvxi y#y-A{cj;sy*y-A^ir 

-tt/Ctt, WXMteSttjy (H V J ihemaqql 

utinatinq virus of Japan) i y ^y-ACQBDi^y^y 

winmEfffi*Kar> f , ^at safST-^ y ih v - At 

* ii - * /cB»^ <) * y -- At 9 it - ®^§15{CM At & 

-r^3t(c7©jf?)SibtB. ^f*r ^ ^■c3i^^7 ; &f6^p^t , ^ 

ftWC>fr&£$!»r*> <H>#. »* 1/ < B^^ft-C^se 

3-tf5ci-i>-c#3„ ^-©Jt^tcB, iS{S7©fl3fil£ U 
■CB. 4«£^-cae7-«rl6Sflt?tf ntf Soffit? t 

Jct>. Jl!f*l/<B9H*f«1-C<>J:f3SStt<)©*iJ:<, W 
M'^^UWK ^A-i-fi rae^-j K-p^r 

<. Wti7f^V>f7?t--feIfif, GM-CS 

Fa^7> ^sy^-t^— «ite7^*i*tf6ti4. 

[0 00 8 ] r£flt««lttWWj i ItH, *.(*S*P14 

>, brJVOSt. 'N/S<J>, a>KP-f?>5SM, ^ 
^•>, 7 t^^>, T^P-X, 

*';^^p=rf>. s/cB^y^-ju®, 

SSfe U < BT 3 yBt©S£#fc 1/ < B Cti6©*«d 



5 

to * tc& c ft ho^mmmm<D 2 «aeLh©s^ 

tb. 37-^>WW, c®3 7-y>«:_hfafl!i 
©£toKW±WM&?ii=rf & c t 0 i>. w-v 
>iurEa, i>A>&£fc©&$frc&£#s, t*l;tBB*nJ 

tc« i£ t fc a 7 - *• >m ffll » 4 C t ifi-V 1 4 . MM* 

<7>J* ■ + 1989-12, 104-109. 7-5952 

[ 0 0 0 9 J t fa Mir^ i? Z -tSf©£Jgf b, jtfci 1 

jsJti^wjjnwftfflffi-c*** 1 , WAtt, fit i";f 

a^Ko-f -fef^X 7fr7i> t V4 
h*?-f>, HMG-1, - 2 (Hi qh Mobility Cr 

0Up-l>-2 Mixture; SUBSET, 12 184(1994), BIOfflER 
AFY, 8, 1265(1994)), ^PP^V, rf< D U *>> (Hepat 
OlOCjY, 22, 847(1995)), h5>X7*££A ($» 

w, mMwxjms&m mm? &fts. 

[0010] a->-y>«:ft!i©ife^|Mffittt#4Sfctti75 
/JU8'J£)ll£-r&t#£B, ^©^©rf y >3£©#« 
B 1 0 w/w%W_h*U< , ftf S U< B3 0 w/w%« 30 
l(DM^W6ti, 0< B5 0 w/wKEl 

.h©taH^We>fts 4 L < B7 0 w/w%^± 

©eH#w 6ft§ . ae^^i©tti©ii=^pf*.MM 
(D^mz, »e****-sfcBjafrf©A-*3, asi 

■^«tff"I*3= f*F*9 K Aft fctfSSK fc^-c, -e ©R$©jt{U 

^KSdo^cg-fHafniittff©^** 1 , o. 01-30 

w/w^iftSiSe-T-iiSiJAW^ft, $ 1 1 < 

B, 0, 0 5- 1 0 w/w%i&&Mn?$!^W6 40 
ft, WSKtt, 0. 0 5-5w/w%i&£«8)J 
#W£>ft3„ 

k^osm©*? * t ^mmmwrz, mmmmw 

Jl^-C&ftB, tf£ lA>3?-y>©£MB, 0. 01 
-2 5w/w%©86ffl#W6ft. a6(U?£U<B, 
0 , 0 5-10 w/w%©$uH^¥W'6ft, 4$K»* L 
<», 0. 0 5-5 w/w%©fSffl#W£ft&. fc/c 50 
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3 7~y>K2fl,5-9 0 0 w/w%©PM'J4#nA& 

©Wiii,>„ «8J©^ffi#? ^Att-c*fttt\ if* 

U*3<7~y>©£ttB. f£iip©3 9-y>©^Mt 
Ut, 0. 2-3 0wA«IW6tl, 3£>fc 
jT*t<B0. 3-5w/w%©»Wff»ft, #!c 
J?*U<B. 0. 4~2w/w%©8ffl#^lfe>ft£. 

K. 37-y>fC*tb5-9 0 0w/w%©»^J4AD 

[0012] »J©if5^#if $©Hf*-c&ftB, if* L. 
Iria5-y>0gitt, ^^©^-^©^MiL 
T, 1 0-3 0w/w%©f5H^W8ft, 3 5-y> 
K*fb5- 1 0 0w/w%©iaM£7M 0 

Ir^ttB. Ifei^ffl&iAA^ f f - SfoBitGi 1 © 
fiffl, A&Stscfc.fcggtoS**. -«{c. ifStt, KMiK 

[0013] a&f-W»J©l«Ji^ffiB. itfi-T«iW4ft 
**rt(cAft/cttmfc^t, *©fl3»©afc?iMN©!fr 
©4l*«ffi1*.M^J:K©W*Ofc'«BBrt©d««:tt* 
.t'JKWJt-J'*. AOt A*© y*tt 

©afiKT-wwowwriSi utb, waw. ( 1 > m 
(ens ijr »aiM*»to L/fc^tt* fctt**^i#:©ffl» 

ara****- 61/ CBTF. JMS^f 
5r-t|in!>) ©10*. mis 1&mi*M* 
f-S^iS, (2) ^KlCDT^Wi^^JjnOfc^W 

©fflto«:- mr^t> z-momw., mm^ttc\t¥)v 
cn«ciE)e3ft*<>©-cBan. 

[0014] 0<«*©3f (E?$^J©fOS?>?£i LTB, 

( i ) smfotzmmmttswcffimsic 
mm£Mt>/)\>m£b. mm-hHrn, (2.) >m\c 

JV4?S@3-li, tmrt^m. (4) ^5ClDt;-C« 

^-sm (5 > ( 1 ) - (4 > m&xmtbt\mw 
«j*«w*u. iBifBSjetsm (6) ^gtciec-cm 

ft)«*»*PUfc*&*tt©ffltoi*&F * ^©f5)S 



7 

a. Eaus^m Kmmmvm. is®, me 
ae^ ? ^ -imom^mmm, p h k -^tb m 

$©7j& £ |SH*tCff -5 C £ Ait? * a. 
[0015] ^WK^ijtig^-SffJB. i&SEBtt© 

•ess. MIlttT. »rtf(cewsci*iT;t, 
*fc»J«, JfFJSS. M, fP?©m©^SPmcia$&^ io 
? « C i # -C £ S„ £,«g[It4K jtftftW n ttMSSHa* 

f4£ 0-C^J»tt©tW4:fflt^Jt^{Cti. JS-58*© 

[0016KW, &&©«»*4WiJStt«cJ:oTjff 
(E^WA©#it*#M1-S»£K«, ae^*!ff"l**© 

jflBlffi&iJW X*}# -9 fc««^«Cjl£^^ f £ -If 
£Anfc££^*^J£ffli,>T«£^iM£m>, 7&S?* 

ffWKt*. WAK. «W¥3 - 1 2 0 1 15^ 
WMW9 2/2 0 4 00f) tdf£©&S <?•»-• 7) 

[0017] 

mmmi 

mmmmimm^K s t - 1 ( f g f 4 ) 30 

(Proc, Natl, Acad, Sci. USA,84, 2980-2984(1987) 

•fJl-X (Adexl HST-i; Proc. Natl. Acad. Sci. USA. V 
ol .91,12368 (1994)) 1 0' pfu(plaque forminq unit) 
Z$tst$W&0 .9ml £7f-W37~y><0W.?3)l 
( (#) M7fP37-y>^>77>h : 2%r 
f-p^ia-^>^) 0. 1 m 1 £ig&1'Sc£"C, a 
fSf-^fflJ^rfMUCo ffi, ±8S7fV'Af JVX (Adexl 
HST-l) B, T^yj < H-X t y p e 5 (ATCC*£ 
O'/No. VR-5) 4, J, Virol 54, 711-719(1985) 40 
£ ft: B Proc. Natl, Acad, Sci, USA, 93, 1320 (1996), 
*«fcc>'Cen 13, 181 188 (1978) (tt&o'tJSfPl/TE 

1A, El Bfc<fctfE3*-8BK*3-li\ C©#«H 
9 f ^XttiJBPnoc, Natl, Acad, Sci, USA vol 91, 1 
2388(1994)©falSK^^r»#fflltSJiJiHi i H S T - 
1 ©a&^*iffl#iAtf C £ ic J; -3 C £ Ai-CS 5„ 
[0018] RJfe-f?|2 

2%7fP37 "^>©cfitt}&'iS 0 . 1 m i £ Adexl hs 
T-l 1 0 5 pfu*£tf i%mm 0 , 9ml *i!6$, 3 7 °C 
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1 HST-l 1 0'pfu4Stfig*?Sl m 1 Kftl^-^lKg-r 

sett. m&Tmmmtz, 
[0019] 

[0 02 0 }^SS^6 

mWMfflSSiiSH^H ST-1 ( F G F 4 ) ttf-f M 
jtfrJ^jUX (CMV) 7xx*~-*>-7kft'Offfl«>r*f 
- (pRc/CMV) {C|«*ji^c7'5^S h'"^*- 
*U*V-A (DMR 1 E -C (G ! BCO-BRLtt 

«) ) tmmb, *©ij»tfy~A*6tri£*. P]fi©7 

Adexl HST-l I 0 s pfu*tStrJgffigl m 1 *7;M^>$t 
-> x*;v J: f) Mi lUtof $ A© 0 . 5 KflfflftC 

[oo a i ] 9tnm 

Adexl HST-l 1 0 9 pfu4^trJg#?K I m 1 *4 5 °C$C}]\\ 

©iS'&ii^xn^u l o'C©PBS^i(gKMrtil'tS 
^jl mm©t*~-X£!#. ffl-WCj;f;*&SC£-C ! , KT- 

■mm i ■cf'PfiKi'fcafeTWffi^ij' >; ^x <o * s 
m, y>>^<x*»^-«*e) ) (cAnsc£-c, a 
[0 022] i o 

HJfepjl £[rD^!CLX, Adexl HST-l 1 O'pfufcft&Jg 

i, o. 

2, 0. 4, 3, 0, 2. 0w/w%i*5iit, Tf 

ci a ? - y >©ifte§ig £ ®^ U , l m l © jte^ffl 

^nm i 

7? X 5 h" p O G 4 4 ( StrataqenetttCCSSA) * 7 

3. 2 5Mg/ml©?^ v C#tf7j<j& , ig5ml*rf-0 
Pv-y>©^|4?§)l (2%7f'P3-5-y>^ p 
H3. 5) 5g£iJ!£rU M^IL,rx^>^^fW 

0. 4, 2, 5, 10, 2 0W/W% £&■*><£ $tt-$j§i 
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mmi 2 

77^ 5 K P 0G4 4 £7 3. 2 5 w g/m 1 ©iiffix? 
m (8 0 rag/ml ) 42 6 0 m 1 fcSWJfl 4 0 w 1 

[0023] mmm i 3 

$ttM l 4 

S»Ji 1 ttcni 2vffl&tz>>r'>i>tK<D'&& : T-mi* 
mm 1 

Adexl HST-1 1 0 9 pfu£ilri^#$ 1 m 1 ^^7,W& 

W2fl§fc«MlllU *©JB»tt2 0-3 0H«*fc9f«* 
l/fc. £fc;ffip!lfil*©H S T - 1 «#*5 0 n g/m 1 
©»ffiMSt#«2 0 BSfcft&ftfcAi, fftjffit&XNfl 
1 ©^©^fc-^OtSS&ft^t i la-Ct-f, 6 0 0 

t/fc. 

[0024] MKtt 1 

ISSfiffl 1 rffrtfcUciiei 1 mi 1.0ml fcv^ Xffi 

®2 l&Cl§Mb, *©3BSf*B6 0 HfiLhKfcfcfl tttfib 
fc. £fc;fiffilfil*©H S T - IB 8 0 H«±tetofcr> 2 
0 n g/m 1 ©J«lS#J$&t,fc. ISSfcH 1 , 2 KiSO 

WW2 rm^-r-sae^^j 1 . o m i mm 
totem-? s i , mm 1 2 a a j: 5 i^Mfas*^ 2 

[0 0 2 5 1 K81W3 

m 3 vvm-r zmfc^mmzv^zmmmmm- 
$ t , mm 1 2 0 a «t 0 jfli/j\fist^ 2 fSKif/a 

U ^©»B6O0JMJ:(ctefcf;f$*ITS. 

1 2 0 @tc««^^ 2 iB&mm b . <E-©t£M4>u 
fc. 
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#tftttl 2 0gtttil^«^ fulfill U *©&« 
4>U £j2O0gk:iEf£filK:g?fK ^©fgfi^fcifti/NS 
«St##)2 SKiSJHl/, <-©3/j&B?7JSHl&^fg4 0 0J^Jb 

[002 6] M»6 

3HkM 1 0 ■ef'PfiS. 0 fc 5 mom&mm. so^ -5 - y 

>£$ofc<£3!&HAdexl HST-1 1 0'pfu4^tT*g# 

10 mi m i ^v^ms^ks^u 0a©*t« 
jttfi©HST - 1 ttyrtpm&Mmbtc, -e©&m& 

05tonbfc„ *©t8#. HST- 1 £ ^ffSKlia 
88MW7 

Adexl HST-1 1 O'pfuSr^tffgSl'gl m I %-?^^SSB 

rttc&^i^m. mm i zRmmmvm® 

KflMPb, *©ft«;J>U «3 &0giCiE^4iicR- ? 

fc. wis]js-r(t3 7 0 mmvmmn 1 -cfwut^ 

-y>*littiHKiF-«WWl. 0ml£&#Uc£t3. 
20 J[*,Kjt/htS^2fgK:WU. *©#J*ttJ*Bl,fc. 

ttttW2 

Adexl HST-1 1 O'pftiS^ttJSaWl m 1 *T"?*HH! 
rtKft^l/. ##f£3 7 0a«tWt>'Adexl HST-1 1 0'p 

tttti zBg©duhfi]R9W2A(cttinL. *©a*s> 

U ft3 6SS(C£ttflSKCRQ, Adexl HST - 1 ©if 
*) JHl'J^1fitt*9*0 b ft* 1 -3 /c. *©*S*4H 6 «: 

30 .f Ji/^^ ^ ^ - B*WK<*©ffimK«i: 0^ 5 M b&5ft 

mmm-chmmb, ■mMi-cimbicME? 

[0027] 

[ *w©ja» ] *isw©ae?»«tt . ae^ ^ * * - 

-fSCijJi-CSS. ge^r, ffl8Si^i'*-i©M^4 

■io sc<hAsr#§ 0 *aw©jte-fWffliB, 4*1*1 

(®iS©IB!V&SiWJ 

[01] 1 fcicxtt^ 1 Kfc^Slt/J^i5:©g 
[02 ] « i te<fcc/tt«W nctew5^liin4i©H 

50 ST- l©W^{t*m1"y5 7„ 
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zoo 

100 







TV 





20 40 



[05] 



ifeA5BBtt)HST--lJit^j»a Cna/«1) 



| 0.1 

^ 0.2 

n 0.4 
n 



2.0 



P 1 



50 



3H 



IH 



100 



D — 1 



150 



(ICpfii Adex 1 HST-l/M/vOA) 
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